Background: The use of anesthetic drugs with minimal inhibitory effects on the hypoxic pulmonary vasoconstriction (HPV) could have a decisive role in preventing the hypoxemia during one-lung ventilation (OLV). Objective: The aim of this study was to compare the effects of propofol and isoflurane on the changes in gas exchange parameters following OLV in thoracic surgery. Methods: This double-blinded randomized controlled clinical trial was conducted on patients who were candidates for elective right thoracotomy referred to the central operating room of Ghaem Hospital in Mashhad, Iran, during February 2016-2017. Patients with age range of 18 to 75 years, class I and II American Society of Anesthesiologists (ASA) and thoracotomy with OLV for pulmonary resection or cyst drainage were included. The patients were randomly allocated (1:1 ratio) into two groups of propofol (P, 50-100μg/kg/min) and isoflurane (I, 1 minimum alveolar concentration (MAC) 1.1%). Partial pressure of carbon dioxide (PaCO2), partial pressure of oxygen (PaO2), end-tidal carbon dioxide (ETCO2) and arterial oxygen saturation (SPO2) were recorded before and 15 minutes after OLV and compared between the two groups. The comparison of the mean gas exchange parameters before and 15 minutes after OLV was performed using Mann-Whitney test in SPSS version 19 software. P<0.05 was considered statistically significant. Results: In this study, 122 patients with mean age of 59.4±14.1 years (two groups of 61) were studied. Both groups were matched for age or gender. The two groups had no significant difference in the gas exchange parameters before the OLV. Only PaCO2 (p=0.001) and ETCO2 (p=0.001) were significantly higher in the propofol group after 15 minutes OLV than in the isoflurane group. However, PaO2 (p=0.67), O2Sat (p=0.333) and PaCO2-ETCO2 gradient (p=0.809) showed no significant difference between the two groups at this minute. Conclusion: Based on the results of this study, the propofol or isoflurane selection seems to have no significant effect on the arterial oxygenation. On the other hand, isoflurane and propofol could be an appropriate anesthetic for thoracic surgery by normalizing the carbon dioxide gradient range during the OLV.
Introduction
One-lung ventilation (OLV) means the mechanical separation of the two lungs in order to create ventilation conditions for a lung independently of another lung (1) . Hypoxemia during OLV is one of the undesirable but unavoidable consequences in the management of anesthesia among patients undergoing thoracic surgery that occurs in 1 to 10% of patients in the presence of fraction of inspired oxygen (FIO2) =100% (2, 3) . The degree of hypoxemia during OLV is mainly influenced by the increase in the shunt and dead space (4) . In fact, pulmonary arteriovenous fistula due to the presence of unsaturated blood is the most important cause of hypoxemia during OLV; hypoxic pulmonary vasoconstriction (HPV) is the major physiological defense mechanism against shunting (5, 6) . Based on this mechanism, pulmonary perfusion deviates from the unvented area to the ventilated area of the lung, and thus the unsaturated blood shunt is reduced and the hypoxemia is improved (5) (6) (7) . Various factors such as temperature, acidity, airway pressure, patient position and cardiac outflow are effective on the HPV inhibitory effect (8, 9) . On the other hand, anesthetics are among other key factors affecting the contraction of HPV. Therefore, the use of drugs with minimal inhibitory effects on this vital mechanism is of great importance (10, 11) . The two main drug categories for the maintenance of anesthesia, including propofol (intravenous) and isoflurane (inhalational), are relatively new anesthetics that have rapid onset and offset due to low blood/gas partition coefficient and contextsensitive half-life. However, their effect on HPV and subsequently on partial pressures of oxygen (PaO2), carbon dioxide (PaCO2), and end-tidal carbon dioxide (ETCO2) has not yet been well studied (2, 5, 6, 12) . Although it seems that the vasoconstrictive effect of inhalational anesthetics can affect the protective role of HPV and may interfere with the oxygenation during the OLV, the recent studies on the effect of inhalational and intravenous anesthetics on PaO2 have revealed contradictory findings (5, 13 and 14) . The majority of studies compared sevoflurane with propofol (12) (13) (14) (15) (16) (17) ; and limited researches compared the effect of isoflurane with propofol (5, 18, 19) . In three studies comparing the effects of propofol and isoflurane, although the findings from two studies (5, 20) found no difference in the effect of these two drugs, another study (19) revealed that isoflurane and desflurane reduced arterial oxygen pressure in animal models. Most of the studies merely reported PaCO2 as an index for the ventilation status, and very few studies have examined other indexes such as ETCO2 (5, (18) (19) (20) . Therefore, it seems that there is a need to provide further evidence for comparing the effect of inhalational and intravenous anesthetics using varied parameters of the ventilation status within larger sample size. The aim of this study was to compare the effects of propofol and isoflurane on the changes in gas exchange parameters following OLV in the thoracic surgery.
Material and Methods

Study design
This parallel double-blinded randomized controlled clinical trial was conducted on patients who were candidates for elective right thoracotomy referred to the central operating room of Ghaem Hospital in Mashhad, Iran, during February 2016-2017.
Participants
Inclusion criteria were age range of 18 to 75 years, class I and II American Society of Anesthesiologists (ASA) and thoracotomy with OLV for pulmonary resection or cyst drainage. Primary exclusion criteria included liver dysfunction (Aspartate Aminotransferase (AST)> 40 and Alanine Aminotransferase (ALT)> 40), ischemic or valvular heart disease (based on history taking, physical examination, ECG and echocardiography), end-stage chronic obstructive pulmonary disease, pathological lesions in the left lung (dependent lung) based on highresolution CT scan (HRCT) and pulmonary function test (PFT), and recent history of anesthesia. Secondary exclusion criteria were OLV duration less than 30 minutes, and ETCO2 higher than 45 mmHg with respiratory rate of 12 breaths per minute at the onset of anesthesia and before one-lung ventilation.
Sampling and allocation
The sample size of the study, with two-tailed α error of 5 % and β error of 20 %, was calculated as 61 individuals for each group according to Sharifian et al. (5) ; based on PaO2 level of 84.01 ± 20.67 for Propofol and 79.66 ± 17.04 for Isoflurane. The patients were selected through simple random sampling from the primary statistical population. Then, the patients were randomly assigned to either propofol or isoflurane groups in a randomized allocation method based on a randomized allocation table with a 1:1 ratio.
Data collection
At the baseline, the weight, age and arterial oxygen saturation were recorded in the checklist. In all patients after pre-oxygenation, the anesthesia was induced by sodium thiopental 4 mg/kg, sufentanil 0.2μg/kg and atracurium 0.5 mg/kg. Then, a left-side double-lumen tube (MPI, Medicoplast GmbH Company) was placed for the patients. The proper intubation position was determined using auscultation and fiberoptic bronchoscopy. After changing the posture of the patients to the lateral decubitus, the correct intubation position was confirmed again with auscultation and fiberoptic bronchoscopy before starting the OLV. Ventilator settings were similar for all patients during twolung ventilation (TLV) and OLV, which were adjusted according to the instructions: tidal volume (VT) of 6 cc/kg based on ideal weight, respiratory rate of 12 breaths per minute, inhalation-to-exhalation ratio of one to two, and FIO2 of one (to create ETCO2 between 35 and 45 mmHg). The peep was adjusted to 5 mmHg during OLV for all patients. During the surgery, if the ETCO2 reached more than 50 mmHg, respiratory rates would be increased to reduce the ETCO2 levels. The patients were then assigned to either propofol (Group P) or isoflurane (Group I) groups, and the intervention was performed on the basis of a pre-specified protocol for each patient. The amount of liquid deficits was offset by 0.5 cc/kg of normal saline or lactate ringer per hour of fasting before anesthesia induction. In this study, an electrocardiogram was used to monitor the patients. The ETCO2 levels were determined with the side stream capnography (Sadat Co., Iran), the SPO2 with pulse oximetry, invasive arterial pressure with radial artery catheterization (IBP), and anesthetic depth monitoring with BIS. The patients experienced ABG to determine the PaCO2 and the PaO2 in stage 2. The first stage (T0) was before the OLV, that is, within a minute after the onset of anesthesia and during the TLV, and the second stage (T15) was performed fifteen minutes after the OLV. In addition, the SPO2 and ETCO2 values were recorded on checklists at similar times of T0 and T15, but they were monitored continuously during the surgery. If the SPO2 reached 90% or less, the ABG was immediately taken and the TLV was re-established. This ABG sample was considered as the lowest SPO2 of the patient and no more blood samples were taken for the study. The ABG was determined using the GEM premier 3000 device (WERFEN Company, Spain).
Interventions, blinding
In Group P, the propofol was administered at a dose of 50-100μg/kg/min for the maintenance of anesthesia combined with 0.01 μg/kg/min sufentanil infusion after the intubation. In Group I, 1 minimum alveolar concentration (MAC) 1.1% isoflurane was prescribed for the maintenance of anesthesia along with 0.01 μg/kg sufentanil infusion after the intubation. The maintenance of general anesthesia was set for each patient based on 20% of allowable heart rate changes and mean arterial pressure (MAP) as the BIS (anesthetic depth monitoring) was kept between 40 and 60 during surgery. This study was conducted in a double-blind manner, so that the patient and anesthetist who completed the checklist were unaware of the type of intervention. The envelope containing the code and the type of drug was pre-prepared by an anesthetist of the faculty member and given to a nurse anesthetist as encoded.
Outcomes
The first outcome was to determine the mean ETCO2 within the first 10 minutes of anesthesia during the TLV (T0) and 15 minutes after the OLV (T15) between the groups. The second outcome was the mean PaCO2 at the times of T0 and T15 between the groups. The third outcome was the ETCO2-PaO2 gradient at the mentioned times between the groups.
Statistical analysis
Data were analyzed for the normal distribution using one-sample Lilliefors corrected Kolmogorov-Smirnov test. Regarding the non-normal distribution of PaCO2, ETCO2, PaO2, O2Sat and PaCO2-ETCO2 gradient in this study, the mean of these parameters was compared before OLV and 15 minutes after OLV using the Mann-Whitney test. Pearson's chi-square was applied to analyze the frequency distribution of gender between the two groups. The mean age of the two groups was compared using independent t-test. Fisher's exact test was used in cases where more than 20% of the expected frequencies were less than 5 (Cochran). The statistical software used in this study was IBM SPSS Statistics for Windows (Version 19.0, Armonk, NY: IBM Corp), and the significance level in all tests was considered to be less than 5%.
Ethical considerations
The Ethics Committee of Mashhad University of Medical Sciences approved this research project with the code of 940119 (Code of Ethics: IR.MUMS.FM.REC.1394.372). The research objectives were fully explained for each patient. The patients completed informed consent before entering the study and they participated in this study voluntary. The information of all patients was kept completely confidential until the end of the study and encoded into statistical software. The patients were completely supported by the researchers in the event of any related complication during the study. The participants were free to leave the research at any phase of the study. The study was also registered at the Iranian Registry of Clinical Trials (IRCT2015123013159N8).
Results
Baseline characteristics
The present study was performed on 122 patients (60 males, 62 females) with the mean age of 59.4±14.1 (Figure 1 ). There was no significant difference between the two groups in terms of the mean age (Group P vs. Group I: 59.2±16.9 vs. 59.97±12.0 years: p=0.895). The frequency distribution of gender was also homogeneous between the two groups (Group P vs. Group I: 33/28 vs. 29/32: male / female: p=0.469). 
Outcomes
Based on the results, the mean PaCO2, ETCO2, PaO2, O2Sat and PaCO2-ETCO2 gradient before OLV (T0) showed no significant difference between the propofol and isoflurane groups (Table 1) . Only PaCO2 (p=0.001) and ETCO2 (p=0.001) were significantly higher in the propofol group after 15 minutes OLV than in the isoflurane group. However, PaO2 (p=0.67), O2Sat (p=0.333) and PaCO2-ETCO2 gradient (p=0.809) revealed no significant difference between the two groups at this minute ( Table 1 ). The analyses of the variations between 0 and 15 minutes showed that only ETCO2 and PaCo2 changes in the propofol group were significantly higher than the isoflurane group, while these changes were not significant in other variables (Table 1) .
Discussion
This study aimed to compare the effect of propofol and isoflurane on the gas exchange parameters during OLV in thoracic surgery. The results showed that only ETCO2 and PaCo2 were significantly different between the two groups within 15 minutes after OLV. There were no significant differences between the two groups in PaO2, O2Sat and PaCO2-ETCO2 gradient. In our study, decreased PaCO2 and increased ETCO2 occurred significantly 15 minutes after OLV in the isoflurane group compared to the propofol group, but both parameters were within the normal range of changes in PaCO2 and ETCO2 (30-45 mmHg).
For ease of comparing our findings with other studies, we tried to search the literature comprehensively. Accordingly, less than 20 studies (5, 6, 12-15, 17, 19, 21-26) have studied the effects of inhaled gases such as isoflurane, desflurane and sevoflurane compared with propofol on the outcomes related to the gas exchange status of human or animal models of OLV. However, only three studies (5, 18, 19) compared isoflurane with propofol. Since the effects of different inhaled anesthetics on ventilation are different, we limited the comparisons to those three studies, though only Reid (20) and Attar (5) have been studied on human specimens, and the study of Schwarzkopf (27) has been conducted on a swine model. Interestingly, isoflurane and propofol were compared with each other in terms of changes in PaCO2 and ETCO2 for the first time in our study, while other studies have only compared their effect on hemodynamic parameters and PaO2. However, in reviewing the common outcomes in our and other studies, we found that the one-lung ventilation showed no significant difference in PaO2 between the two groups after OLV in our study, similar to Attar (5). In the study of Attar (5), it was found that arterial oxygen pressure was 217.40±137.99 within 5 minutes and 182.39±122.39 within 10 minutes during the OLV in the propofol group and 118.90±168.78 and 155.35±109.21 at 5 and 10 minutes in the isoflurane group, respectively, nearly consistent with our study. Reid (20) also reported no difference between these two anesthetic interventions in the outcomes of hypoxemia during OLV-treated patients, in line with our findings. Nevertheless, the question is that what justification can be found for insignificant difference between the levels of PaO2 and O2sat after OLV in the two groups. Apparently, the main cause of the lack of difference can be attributed to pulmonary vasoconstriction, or shunt, or underlying illness of the patients (in terms of carbon dioxide exchange in the lungs), which did not develop a significant hypoxemia (1, 3, 6, and 11) . In addition, the cardiac output reduces when using isoflurane with direct control of HPV by volatile anesthetics, so that HPV may appear to be unchanged and hypoxemia cannot be created (5, 11) though we did not study this issue well as hemodynamic changes were not the outcomes of our study. Our study also exhibited that the pressure gradient between the two groups did not differ significantly between the two groups after the OLV. It seems that several factors, including patient posture, sampling errors, and V/Q mismatch due to shunt or dead space, could have clear effects on the PaCO2-ETCO2 gradient (1, 6, 8, 15) ; as a result, we did not see any significant difference between the two groups for the pressure gradient. However, the issue that was best considered in our study was to measure the incidence of hypoxemia during the follow-up period, because the findings of a study by Cho (6) indicated that despite the patients undergoing anesthesia with desflurane and propofol, they were not significantly and clinically different in terms of PaO2 level within the first minutes after OLV; but the frequency of hypoxic attacks in the patients under anesthesia with propofol has been higher than propofol. Therefore, if the hypothesis is true that the incidence rate of hypoxia in the patients undergoing anesthesia with inhalable gases is greater than that of the propofol, then it will not be easy to talk about the same effect of isoflurane with propofol on PaO2 during OLV, because the occurrence of hypoxic attacks, even instantaneously, can affect the patient's final outcome, especially the brain cognitive behaviors of the patients. We tried to control this issue with the simultaneous monitoring of O2Sat, though there was no difference between the two groups in terms of O2Sat levels and variations.
There were two important findings in our study. Assuming that the isoflurane does not really differ with the propofol in the incidence of the hypoxia, the findings could be new clues to better judging the effects of the isoflurane on the ventilation status following the OLV compared to the propofol. In fact, these findings highlight remarkably the importance of our study compared to other previous researches because no similar project has been done about these outcomes so far. Our results reported that the PaCO2 reached about 42 mmHg and 36 mmHg from about 40 mmHg after OLV, respectively, in the propofol and isoflurane groups, while a slight increase occurred in the PaCO2 in the propofol group; the isoflurane group showed a decrease in this index. On the other hand, the ETCO2 in both groups was increased, but the increase in the propofol group was significantly higher than the isoflurane group. According to these two findings statistically, it can be concluded that the propofol may cause more respiratory depression than the isoflurane. On the other hand, the isoflurane causes PaCO2 to be altered to a more alkalotic state than the propofol, which in turn can lead to pulmonary artery vasodilatation and thus improve the lung perfusion. The fact is that in our view, since these changes in levels were mostly within the normal range of variations in the ETCO2 and the PaCO2, and although these differences in levels are statistically significant, it is not clinically easy to defend their different function and better isoflurane performance. In our study, the patients with chronic obstructive pulmonary disease (COPD) were included in the study and the severe type was excluded. Since 100% FIO2 was used in our patients during anesthesia, according to Haldane, there is a potential increase in CO2 in the patients with more severe COPD. Therefore, the propofol group was more likely to have COPD severity than the isoflurane group. We believe that the criteria for selecting inhalational or intravenous anesthetics should not be based solely on the gas exchange parameters. For example, other studies compared the status of inflammatory reactions between these drug categories, though, their findings are also contradictory in this regard. For example, while one study (28) found the beneficial effects of propofol infusion compared with inhalational isoflurane in controlling oxidative stress, another study (26) uncovered the more prominent role of sevoflurane in suppressing inflammatory responses to propofol. In another study, it has been shown that sevoflurane had a higher protective role against ischemiareperfusion injury (IRI) following OLV in thoracic surgery compared to propofol (29) . However, it is clear that the findings of this study alone are inadequate to compare the effects of these two drugs and their role on the status of ventilation during OLV, as further studies with larger sample sizes are needed in this regard. Additionally, different limitations should be considered in interpreting the findings of this study. For example, we did not measure pulmonary shunt fraction, perfusion, or pulmonary artery contraction in each lung isolated during surgery. This can justify the effects of the anesthetic drug on the pulmonary blood flow, intravenous shunt fraction or degree of V/Q mismatch. Hence, it can hardly be concluded that the anesthetic drugs have an effect on the role of HPV during OLV. Furthermore, we did not stabilize the dose of isoflurane, propofol or sufentanil, like other human studies, so our results do not reflect the effect of the doses of a certain anesthetic drug. In addition, we did not record the hemodynamic changes during the OLV as this issue leads to ambiguity in the interpretation of the effects of cardiac output on the HPV. In this study, we did not investigate patients for a long period and so we could not compare other clinical outcomes between the two groups. We also did not employ different assessors to measure, although all measurements took place with digital equipment. It is suggested that future studies should be carried out with larger sample size and simultaneous control of hemodynamic parameters as well as long-term follow-up of patients for other clinical outcomes.
Conclusions
According to our findings, the use of intravenous propofol or inhalational isoflurane as the agents for the maintenance of anesthesia, in spite of lacking different effects on the PaO2 during OLV could be effective on the PaCO2 and the ETCO2. However, propofol seems to be successfully used in chest surgeries as an alternative to halogenated inhalational anesthesia. The results showed that propofol and isoflurane had no significant effect on arterial oxygenation.
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